wo 03/070277 



PCT/JP03/01725 



1 4 1 




No. 






^H-NMR (CDCI3) 


11-001 




nBu 


1.01 (t, J= 7.2 Hz, 3H), 1.42-1.54 (m, 
2H), 1.65-1.79 (m, 2H), 1.79 (s, 6H), 

7.8 Hz, 2H), 7.16-7.22 (m, 2H), 7,26- 
7.33 (m, 2H), 7.42-7.46 (m, 2H), 8.25 
(s, IH), 10.40 (br s, IH). 


11-002 




Bn 


1.79 (s, 6H), 2.13 (s, 3H), 2.29 (s, 3H), 
5.50(br s, 2H), 7.09-7.47 (m, lOH), 8,35 
.(s, IH), 10.35 (br s, IH). 


11-003 






1.05-1.32 (m, 4H), 1.58-1.91 (m, 7H), 
1.79 (s, 6H), 2.12 (s, 3H), 2.38 (s, 8H), 
4.01 (br s, 2H), 7.16-7.21 (m, IH), 
7.26-7.32 (m, 2H), 7.43-7.46 (m, 2H), 
8.24 (s, IH), 10.39 (br s, IH). 


11-004 






1.00-1.30 (m, 4H), 1,55-1.90 (m, 7H), 
2.18 (s, 3H), 2.40 (s, 3H), 3.89-4.00 (m, 
2H), 4.03 (br s, 2H), 5.26-5.32 (m, IH), 
7.26-7.43 (m, 5H), 8.33 (s, IH), 10.72 
(br d, J= 6.9 Hz, IH). 


11-005 




o' 


1.00-1.30 (m, 4H), 1.60-1.92 (m, 7H), 
2.17 (s, 3H), 2.39 (s, 3H), 3.90 (d, = 
6.0 Hz, 2H), 4.04 (br s, 2H), 5.50-5.56 
(m, IH), 7.26-7.44 (m, 5H), 8,30 (s, 
IH), 10.73 (d, J= 8.1 Hz, IH). 


11-006 






1.00-1,30 (m, 4H), 1.56-1.88 (m, 7H), 
1.90-2.00 (m, 2H), 2.18 (s, 3H), 2.39 (s, 
3H), 2.71 (t, J = 8.1 Hz, 2H), 8.46 
(quint, e/= 6.9 Hz, 2H), 4.03 (br s, 2H), 
7.14-7.30 (m, 5H), 8.32 (s, IH), 9.98 (br 
s, IH), 


11-007 




nBu 


0.99 (t, e/= 7.5 Hz, 3H), 1.39-1.51 (m, 
2H), 1.62-1.73 (m, 2H), 2.18 (s, 3H), 
2.42 (s, 3H), 3.89-4,00 (m, 2H), 4.12 
(dd, </= 9.0 Hz, 5.1 Hz, 2H), 5.26- 
5.32 (m, IH), 7.26-7.43 (m, 5H), 8.32 
(s, IH), 10.72 (br d, </= 6.9 Hz, IH). 


11-008 




nBu 


1.00 (t, c/= 7.5 Hz, 3H), 1.41-1.53 (m, 
2H), 1.64-1.74 (m, 2H), 2.16 (s, 3H), 
2.41 (s, 3H), 3.91 (d, 5.7 Hz, 2H), 
4.13 (t, </= 7.5 Hz, 2H), 5.50-5.57 (m, 
IH), 7.28-7.45 (m, 5H), 8.30 (s, IH), 
10.73 (br d, e/= 8.1 Hz, IH). 


11-009 


Me Me 




0.84 (d, «/= 6.6 Hz, 6H), 1.06-1.85 (m, 
21H), 2.17 (s, 3H), 2.38 (s, 3H), 4.00 
(br s, 2H), 4.09-4.18 (m, IH), 8.31 (s, 
IH), 9.77 (d, J= 7.5 Hz, IH). 
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14 2 ^ 



\Li PI iiyj 
No. 




R^ 


^H-NMR (CDCI3) 


11-010 


A 




0,60-0.65 (m, 2H), 0.77-0.84 (m, 2H), 
1.05-1.26 (m, 5H), 1.59-1.85 (m, 6H), 
2.18 (s, 3H), 2.38 (s, 3H), 2.89-2.98 (m, 
IH), 4.00 (br s, 2H), 8.32 (s, IH), 9.89 
(br s, IH), 


11-011 




(J 


0.86-2.19 (m, 15H), 2.19 (s, 3H), 2.38 
(s, 3H), 2.72-2.91 (m, 2H), 3.94 (br s, 
2H), 5.37-5.44 (m, IH), 7.06-7.16 (m, 
3H), 7.34-7.37 (m, IH), 8.38 (s, IH), 
10.22 (br d, J= 8.7 Hz, IH). 


11-012 


Me 




0.92 (t, J= 7.5 Hz, 3H), 0.95 (d, 6.6 
Hz, 3H), 1.06-1.85 (m, 14H), 2.18 (s, 
3H), 2.39 (s, 3H), 3.20-8.29 (m, IH), 
3.34-3.42 (m, IH), 4.03 (br s, 2H), 8.32 
(s, IH), 9.95 (br s, IH). 


11-013 






0.98 (s, 9H), 1.07-1.23 (m, 5H), 1,62- 
1.83 (m, 6H), 2.18 (s, 3H), 2.39 (s, 3H), 
3.26 (d, J= 6.0 Hz, 2H), 4.03 (br s, 2H), 
8.33 (s, IH), 10.06 (br a, IH). 


11-014 


cr 




1.05-1.23 (m, 5H), 1.62-1.87 (m, 6H), 
2,18 (s, 3H), 2.39 (s, 3H), 4.00 (br s, 
2H), 4.62 (d, J= 5.4 Hz, 2H), 6.25-6.31 
(m, 2H), 7.35 (s, IH), 8.34 (s, IH), 
10.23 (br s, IH). 


11-015 




Me 


0,88 (d, 6.9 Hz, 3H), 0.93 (t, 7.5 
Hz, 3H), 1.16-1.30 (m, IH), 1.35-1.48 
(m, IH), 1.89-2.00 (m, IH), 2.19 (s, 
3H), 2.39 (s, 3H), 4.03 (br s, IH), 4.64 
(d, 6.0 Hz, 2H), 7.20-7.38 (m, 5H), 
8.37 (s, IH), 10.30 (br s, IH). 


11-016 




Me 


0.90 (t, J= 7.2 Hz, 3H), 0.95 (t, J =^ 7.5 
Hz, 3H), 1.17-1.32 (m, IH), 1.35-1.49 
(m, IH), 1.88-2.00 (m, IH), 2.18 (s, 
3H), 2.39 (s, 31-1), 2.93 (t, J= 7.5 Hz, 
2H), 3.62-3.69 (m, 2H), 4.06 (br s, 2H), 
7.17-7.31 (m, 5H), 8.33 (s, IH), 10.03 
(br s, IH). 


11-017 




V 


0.98 (s, 9H), 2.18 (s, 3H), 2.40 (s, 3H), 
4.34 (br s, 2H), 7.20-7.37 (m, 5H), 8.34 
(s, IH), 10.31 (br s, IH). 


11-018 






0.99 (s, 9H), 2.17 (s, 3H), 2.39 (s, 3H), 
2.91 (t, 7.5 Hz, 2H), 3.63-3.70 (m, 
2H), 7.16-7.31 (m, 5H), 8.30 (s, IH), 
10.01 (br s, IH). 


11-019 


or 




2.19 (s, 3H), 2.53 (s, 3H), 4.63 (d, J = 
5.7 Hz, 2H), 5.34 (s, 2H), 6.33 (m, 2H), 
7.21-7.37 (m, 6H), 8.38 (s, IH), 10.18 
(br s, IH). 
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No. 


JX 




X J. XVXJLv \^V«/J^ x^xg^ 


11-020 






2.19 (s, 3H), 2.53 (s, 3H), 2.92 (t, J 
= 7.5 Hz, 2H), 3,62-3.69 (m, 2H), 
5.34 (s, 2H), 6.35 (ni, 2H), 7.17- 
7.32 (m, 5H), 7.35 (t, 1.5 Hz, 
IH), 8,34 (s, IH). 9.92 (br s. IH). 


11-021 






0.45-0.66 (m, 4H), 1.08-1,18 (in> 
IH), 2.19 (s, 3H), 2.45 (s, 3H), 4.11 
(d, J= 6.9 Hz, 2H), 4.64 (d, J= 5.7 
Hz, 2H), 7.20-7.38 (m, 5H), 8.36 (s, 
IH), 10.31 (br s, IH), 


11-022 






0.47-0.61 (m, 4H), 1.09-1.17 (m, 
IH), 2.19 (s, 3H), 2.45 (s, 3H), 2.98 
(t, c/= 7.8 Hz, 2H), 3.63-6.70 (m, 
2H), 4.12 (d, 6.9 Hz, 2H), 7.17- 
7.32 (m, 5H), 8.33 (s, IH), 10.03 
(br s, IH). 


11-023 


H 


nBu 


1.00 (t, J ^ 7.5 Hz, 3H), 1.40-1.53 
(m, 2H), 1.63-1.73 (m, 2H), 2.18 (s, 
3H), 2.42 (s, SH), 4.13 (t, J = 8.1 
Hz, 2H), 5.73 (br s, IH), 8.31 (s, 
IH), 9.62 (br s. IH). 


11-024 






1.05-1.26 (m, 6H), 1.66-1.77 (m, 
4H), 1.83-1.92 (m, IH), 2.19 (s, 
3H), 2.41 (s, 3H), 4.08 (br s, 2H), 
4.97 (d, J= 4.5 Hz, 2H), 7.50 (t, J = 
7.5 Hz, 2H), 7.61 (t, = 7.5 Hz, 
IH), 8.02-8.06 (m, 2H), 8.32 (s, 
IH), 10.78 (br s, IH). 


11-025 




Bn 


2.19 (s, 3H), 2.33 (s, 3H), 4.98 (d, J 
= 4.5 Hz, 2H), 5.52 (br s, 2H), 7,14 
(d, 7.5 Hz, 2H), 7.29-7.36 (m, 
3H), 7.50 (t, </= 7.5 Hz, 2H), 7.61 
(t, 7.5 Hz, IH), 8.03 (d, J= 7.5 
Hz, 2H), 8.41 (s, IH), 10.74 (br s, 
IH). 
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N Me 



n 


Bu 


No. 






^H-NMR (CDCls) 


12-001 






1.04 (t, J= 7.3 Hz, 3H), 1.42-1.54 
(m, 2H), 1.67-1.78 (m, 2H), 2.28 (s, 
3H), 2.94 (t, J= 7.3 Hz, 2H), 3.65- 
3.72 (m, 2H), 4.12-4.18 (m, 8H), 8.29 

(s, IH), 9.91 (t, J= 5.5 Hz, IH), 


12-002 






1.04 (t, J= 7.3 Hz, 3H), 1.43-1.55 
(m, 2H), 1.70-1.80 (m, 2H), 2.44 (s, 
3H), 2.97 (m, 2H), 3.67-3.74 (m, 2H), 
4.18 (t, J= 7.9 Hz, 3H), 6.55 (m, IH), 
6.90-6.94 (m, IH), 7.19-7.46 (m, 8H), 
8.50 (s, IH), 8.79 (brs, IH), 10,14 (t, 
J= 5.8 Hz, IH). 


12-003 




Et 


0.98 (t, J= 7.5 Hz, 3H), 1.16 (t, J = 
7.5 Hz, 3H), 1.38-1,51 (m, 2H), 
1.60-1.72 (m, 2H), 2.43 (s, 3H), 2.53 
(quint, 7.5 Hz, 2H), 4.09 (t, J = 
7.8 Hz, 2H), 4.64 (d, 6.0 Hz, 2H), 
7.20-7.38 (m, 5H), 8.38 (s, IH), 10.80 
(br s, IH). 


12-004 




Et 


1.00 (t, 7.5 Hz, 3H) , 1.16 (t, J = 
7.5 Hz, 3H), 1.40-1.52 (m, 2H), 
1.61-1.73 (m, 2H), 2.43 (s, 3H), 2.52 
(quint, J= 7,5 Hz, 2H), 2.94 (t, J = 
7.8 Hz, 2H), 3.63-3.70 (m, 2H), 4.11 
(t, J = 7.8 Hz, 2H), 7,17-7.32 (m, 
5H), 8.35 (s, IH), 10.04 (br s, IH). 
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No. 


Mm 


i*I-NMR (CDCls) 


13-001 




0.99 (t, c/= 7.5 Hz, 3H), 1.08 (t, J= 7,5 
Hz, 3H), 1.19 (t, J = 7,5 Hz, 3H), 
1.38-1.50 (m, 2H), 1.53-1.72 (m, 4H), 
2.50 (quint, J=7,5 Hz, 2H), 2,62-2.68 
(m, 2H), 4.06 (m, 2H), 4,64 (t, J— 6,0 
Hz, 2H), 7.23-7.37 (m, 5H), 8,40 (s, 
IH), 10.32 (br s. IH), 


13-002 




1,01 (t, </= 7.2 Hz, 3H), 1.09 (t, 7,5 
Hz, 3H), 1.19 (t, J = 7,5 Hz, 3H), 
1.40-1.52 (m, 2H), 1.54-1.73 (m, 4H), 
2.50 (quint, J= 7.5 Hz, 2H), 2.62-2.68 
(nx, -2H), 2.93 (t, J = 7.8 Hz, 2H), 
3.63-3.70 (m, 2H), 4.04-4.10 (m, 2H), 
7.18-7.32 (m, 5H), 8.37 (s, IH), 10.06 
(br s, IH), 


13-003 


o 


0.98 (t, c/= 7.2 Hz, 3H), 1.08 (t, J= 7.2 
Hz, 3H), 1,38^1.50 (m, 2H), 1,53-1.72 
(m, 4H), 2.19 (s,3H), 2.62-2.68 (m, 
2H), 4.04-4.10 (m, 2H), 4.64 (d, e/= 5,7 
Hz, 2H), 7.21-7.38 (m, 5H), 8.35 .(s, 
IH), 10.30 (br s, IH). 


13-004 




1.00 (t, J= 7.5 Hz, 3H), 1.08 (t, 7.5 
Hz, 3H), 1.40-1.52 (m, 2H), 1,53-1,72 
(m, 4H), 2.18 (s, 3H), 2.62-2.68 (m, 
2H), 2.93 (t, 7.5 Hz, 2H), 3.63-3.70 
(m, 2H), 4.04-4.10 (m, 2H), 7,18-7.32 
(m, 5H), 8.31 (s, IH), 10.03 (br s, IH). 


13-005, 




0.98 (t, J= 7.3 Hz, 3H), 1.38-1.53 (m, 
6H), 1,62-1.72 (m, .6H), 2.54 (s, ,3H), 
2.62 (t, c/=: 6,1 Hz, 2H), 2.83 (t, J=GA 
Hz, 2H), 4.10 (t, J = 7.9 Hz, 2H), 
7.21-7.38 (m, 2H), 7.55 (d, </= 7,6 Hz, 
IH), 8.38 (s. IH), 8.79 (br s. IH). 


13-J006 


■■ CI Po^N^W 


0 97 Ct «/= 7 3 Hz SH") 1 38-1 Ef{ 
6H), 1.62-1.75 (m, 6H), 2.62 (t, ^=6.1 
Hz, 2H), 2.83 (t, J=e.l Hz, 2H), 4.10 
(t, J = 7.9 Hz, 2H), 7.32-7.47 (m, 3H), 
7,72-7.75 (m, IH), 8;39 (s, IH), 9,18 
(br s, IH), 


13-007 


H CI>^ 


0,97 (t, 7.3 Hz, 3H),. 1.34-1.46 (m, 

Hz, 2H), 5.21 (s, 2H), 7.06 (d, J^=2,l 
Hz, IH), 7.23-7.40 (m, 8H), 7,95 (s, 
IH), 8.15 (br s, IH)., 


13-008 


o 


0.96 (d, J= 7.3 Hz, 3H), 1.36-1.56 (m, 
6H), 1.58-1.71 (m, 4H), 1.71-1.81 (m. 
2HS 2 B7 (t 6 0 H^7 9Pr^ 9 (i- Jf 
= 6.3 Hz, 2H), 3.08-3.20 (m, 2H), 3.18 
(t, J"= 5.0 Hz, 2H), 3.92 (t, e/= 5.0 Hz, 
2H), 4.06 (tlike, 2H). 6.87-7,00 (m, 
5H). 


13-009 




0.98 (t, e/= 7.5 Hz, 3H), 1.22 (t, ^"=7,5 
Hz, 3H), 1,36-1.61 (m, 2H),. 1.61-1.72 
(m, 2H), 2.19 (s,* 3H), 2.73 (quint, J" = 
7.5 Hz, 2H), 4.08 (t, </ = 7.8 Hz, 2H), 
4.64 (d, 6.0. Hz, 2H), 7.20-7.39 (m, 
5H), 8.35 (s, IH), 10.03 (br s. IH). 
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mi 4 6 



PCT/JP03/01725 



iNO. 


mm. 


itl-NMR (GDCI3) 


13-010 




1.00 (t, J= 7.5 Hz, 3H), 1.23 (t, J= 7.5 Hz, 
3H), 1.40-1,52 (m, 2H), 1.61-1.73 (m, 2H), 
2.19 (s, 3H), 2.73 (quint, J= 7.5 Hz, 2H), 
2.93 (t, J== 7.5 Hz, 2H), 3.63-3.70 (m, 2H), 
4.08 (t, J== 7.5 Hz, 2H), 7,17-7.32 (m, 5H), 
8.81 (s, IH), 10.03 (br s, IH). 


13-011 


O 


0.98 (t, J- 1.5 Hz, 3H), 1 .06 (t, c/= 7.5 Hz, 
3H), 1.38-1.50 (m, 2H), 1.61-1.77 (m, 4H), 
2.66 (t, J= 7.8 Hz, 2H), 4.05 (t, 7.8 Hz, 
2H), 4.64 (d, 6.0 Hz, 2H), 6.28 (d, J" = 
7.8 Hz, IH), 7.20-7.40 (m, 5H), 8.44 (d, e/ = 
7 8 Hz 1 hS 10 21 (hv s IH") 


13-012 




1.00 (t, 7.5 Hz, 3H), 1.06 (t, J= 7.5 Hz, 
3H), 1.39-1.55 (m, 2H), 1.61-1.77 (m, 4H), 
2.66 (t, J= 7,8 Hz, 2H), 2.93 (t, J= 7.8 Hz, 
2H), 3.62-3.70 (m, 2H), 4.06 (t, J= 7.8 Hz, 
2H), 6.27 (d, 7.5 Hz, IH), 7.18-7.32 (m, 
KH") 8 41 M J = 7 5 Hz llTi 9 95 (hr s 
IH). 


18-013 


CI OqX J 


0.98 (t, J= 7.3 Hz, 3H), 1.37-1.49 (m, 2H), 
1.76-1.86 (m, 2H), 4.08 (t, c/= 7.3 Hz, 2H), 
7.26 (d, 2.4 Hz, IH), 7.32-7.54 (m, 8H), 
7.76-7.79 (m, IH), 8.92 (d, J"= 2.4 Hz, IH), 

9,29 (s, IH). 


13-014 


Me O^X^ii 


0.99 (t, 7.3 Hz, 3H), 1.38-1.50 (m, 2H), 
1.60 (d, J"= 7.0 Hz), 1.77-1,87 (m, 2H), 4.09 
(dt, 7.1, 3.7 Hz, 2H), 5.32 (dt, J"= 7.3, 
7.0 Hz, IH), 7.21-7.48 (m, 5H), 7.69 (d, J = 
9 7 TT-y 1 TT"^ R (c\ ,7=2 7 'Rt' 1 TT"! 1 0 29 

^ . / XX A , JL xxj , 0.00 \U., C/ — Ai > t XX ^ J X X^Ly , X W «7 

(d, J= 7.9 Hz). 


13-015 


H "^'y^ 
Me 


0.98 (t, J= 7,3 Hz, 3H), 1.37-1.49 (m, 2H), 
1.76-1.86 (m, 2H), 2.54 (s, 3H), 4.06 (t, J = 

7.3 Hz, 2H), 7.18-7,59 (m, 4H), 8.70 (d, 

2.4 Hz, 1H)> 8.84 (br s, IH). 


13-016 


Me O 

^^Me 


0.98 (t, J= 7.3 Hz, 3H), 1.38-1.46 (m, 2H), 
1,57 (d, J= 7.0 Hz, 3H), 1.70-1.80 (m, 2H), 
3.97 (dt, </ = 4.3, 7.0 Hz, 2H), 5.29 (q, J = 

7.3 Hz, 2H), 7.21-7.40 (m, 5H), 7.69 (d, J = 

2.4 Hz, IH), 8.62 (d, J= 2.4 Hz, IH), 10.08 


13-017 


Me O ^'"Y^ 


0.99 (t, 7.3 Hz, 3H), 1.37-1.49 (m, 2H), 
1.59 (d, J= 7.0 Hz, 3H), 1.77-1.87 (m, 2H), 
4.00-4.15 (m, 2H), 5.31 (dt, 7.6, 7.3 Hz, 
IH), 7.21-7.43 (m, 3H), 7.65 (d, J"= 2.7 Hz, 
IH), 8.61 (d, J"= 2.7 Hz, IH), 10.19 (d, 
7.6 Hz, IH). 


13-018 


Me O 

""^-^Me 


0.99 (t, J= 7.3 Hz, 3H), 1.38-1.50 (m, 2H), 
1.60 (d, 7.0 Hz), 1.77-1.87 (m, 2H), 4.09 
(dt, =7= 7.1, 3,7 Hz, 2H), 5.32 (dt, 7.3, 
7.0 Hz, IH), 7,21-7.48 (m, 5H), 7.69 (d, 
2.7 Hz, IH), 8.83 (d, 2.7 Hz, IH), 10.29 
(d. 7.9 Hz). 
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No. 



mm 



^H-NMR (CDCI3) 



13-019 



13-020 



13-021 




0,90 (t, J= 7.2 Hz, 3H), 1.23-1.71 (m, 12H), 
2.41 (br t, J= 6.0 Hz, 2H), 2.68 (br t, J = 
6,0 Hz, 2H), 3.27 (s, 3H), 3.70-4.00 (m, 
2H), 4.01 (s, 3H), 7.11-7.61 (m, 6H). 



0.99 (t, J= 7.2 Hz, 3H), 1.08 (t, J= 7.5 Hz, 
3H), 1.39-1.73 (m, 6H), 2.18 (s, 3H), 2.63- 
2.69 (m, 2H), 3.89-3,99 (m, 2H), 4.08 (1 
2H), 5.26-5.32 (m, IH), 7.27-7.43 (m, 5H), 
8.31 (s, IH), 10.72 (d. J= 5.7 Hz. IH) 



HO. 




0,99 (t, J= 7.5 Hz, 3H), 1,23 (t, </= 7.5 Hz, 
3H), 1.39-1.52 (m, 2H), 1.63-1.74 (m, 2H), 
2,19 (s, 3H), 2.74 (q, 7.5 Hz, 2H), 3.89- 
4.00 (m, 2H), 4.09 (s, 2H), 5.26-5.32 (m, 
IH), 7,26-7,43 (m, 5H), 8.32 (s, IH), 10.72 
(d, 7.2 Hz, IH). 



18-022 




1.00 (t, J= 7.5 Hz, 3H), 1.19-1.26 (m, 2H), 
1.45 (sextet, 7.5 Hz, 2H), 1.52-1.62 (m, 
IH), 1.72 (quint, J= 7.5 Hz, 2H), 1.81-1.87 
(m, IH), 1.92-2.07 (m, 2H), 3.40 (br s,lH), 
3.47 (br s, IH), 3.89-3.99 (m, IH), 4.17- 
4.26 (m, IH), 4.57-4,71 (m, 2H), 7.20-7.38 
(m, 5H), 8.44 (s, IH), 10.30 (br s, IH). 



13-028 



13-024 




1.01 (t, J= 7.5 Hz, 3H), 1.18-1.30 (m, 4H), 
1.43-1.60 (m, 2H), 1.64-1.81 (m, 2H), 1,78 
(s, 6H), 1.89-2,05 (m, 2H), 3.33 (br s,lH), 
3.47 (br s, IH), 3.92-4.01 (m, IH), 4.21- 

4.31 (m, IH), 7.24-7.32 (m, 3H), 7.43-7.46 

(m, 2H), 8.33 (3, IH). 10.42 Cbr s, IH). 



1.00 (t, J= 7,5 Hz, 3H), 1.17-1.26 (m, 2H), 
1.39-1.60 (m, 4H), 1.55 (d, J= 3,0 Hz, 3H), 
1.68-1.85 (m, 2H), 1.90-2.07 (m, 2H), 3.37 
(br s,lH), 3.47 (br s, IH), 3.88-4.01 (m, 
IH), 4.17-4.30 (m, IH), 5.30 (quint, J"= 7.5 
Hz, IH), 7.18-7.41 (m, 5H), 8.40 (s, IH), 
10.34 (d. 7.8 Hz, IH). 



13-025 



13-026 



HO, 




1.00 (t, J= 7.2 Hz, 3H), 1.19-1.26 (m, IH), 
1.41-2.10 (m, 9H), 3.39 (br s,lH), 3.49 (br 
s, IH), 3.89-3.99 (m, 3H), 4.20-4.30 (m, 
IH), 5,29 (q, J-= 6.0 Hz, IH), 7.26-7,43 (m, 
5H), 8.40 (s, IH), 10.71 (d, J= 7.2 Hz, IH). 




1.01 (t, J= 7.5 Hz, 3H), 1.20-1.31 (m, 2H), 
1.41-1.55 (m, 2H), 1.70-1.88 (m, 4H), 1.90- 
2.08 (m, 2H), 3.38 (br s,lH), 3.48 (br s, 
IH), 3.90 (d, J= 4.8 Hz, 2H), 3.95-4.02 (m, 
IH), 4.20-4.31 (m, IH), 5.50-5.58 (m, IH), 
7,26-7.44 (m, 5H), 8.39 (s, IH), 10.74 (d, J 
= 7.8 Hz, IH). 



18-027 




1.00 (t, J= 7.5 Hz, 3H), 1.08 (t, J= 7.5 Hz, 
3H), 1.40-1.72 (m, 6H), 2.17 (s, 3H), 2.63- 
2.68 (m, 2H), 3.90 (d, J= 5,7 Hz, 2H), 4.11 
(br s, 2H), 5.54 (s, IH), 7.26-7.44 (m, 5H), 
8.30 (s, IH), 10.74 (br d, J= 7.8 Hz, IH). 
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1 4 .8- 



No. 



mm 



^ja-NMR (CDCI3) 



13.028 




1.00 (t, J= 7.5 Hz, 3H), 1.23 (t, J= 7.5 Hz, 
3H), 1.41-1.53 (m, 2H), 1,65-1,78 (m, 2H), 
2.18 (s, 3H), 2.74 (quint, J' = 7.8 Hz, 2H), 
3.90 (d, J 5.7 Hz, 2H), 4,11 (br s, 2H), 
5.50-5.57 (m, IH), 7.26-7.44 (m, 5H), 8.30 
(s, IH). 10.74 (br d, J= 7.5 Hz, IH) 



13-029 




0.70 (t, 7.2 Hz, 3H), 1.11 (sextet, J = 
7.2 Hz, 2H), 1.54 (quint, J= 7.2 Hz, 2H), 
1.61 (s, 3H), 1,81 (s, 8H), 3.70-3.86 (m, 
2H), 5.34 (quint, J= 7.2 Hz, IH), 7.17-7.58 
(m, lOH), 8.43 (s, IH), 10,41 (d, e/= 7.8 Hz, 
IH). 



13-030 




0.72 (t, </= 7.5 Hz, 3H), 1.12 (sextet, J" = 
7.5 Hz, 2H), 1.57 (quint, J= 7.5 Hz, 2H), 
1.78 (s, 3H), 1.82 (s, 6H), 3.81 (t, ^= 8.4 

Hz, 2H), 7,16-7.57 (m, lOH), 8.37 (s, IH), 
10.49 (br s, IH). 



13-031 




0.70 (t, J= 7.2 Hz, 3H), 1.10 (sextet, J = 
7.2 Hz, 2H), 1.54 (quint, 7.2 Hz, 2H), 
1.83 (s, 3H), 3.76-3.86 (m, 2H), 3.91-4.03 
(m, 2H), 5.29-5.36 (m, IH), 7.16-7.57 (m, 
lOH), 8.48 (s, IH), 10.82 (d, J= 6.6 Hz, 
IHl, 



13-032 




0.70 (t, J= 7.2 Hz, 3H), 1.01 (s, 9H), 1.11 
(sextet, <7= 7,2 Hz, 2H), 1.54 (quint, J=7,2 
Hz, 2H), 1,83 (s, 3H), 3.29 (t, J 4,8 .Hz, 
2H), 3.80 (t, */= 7.2 Hz;- 2H), 7.20-7.67 (m, 
2H), 7.50-7.60 (m, SH),' 8.46 (s, IH), 10.15 
(br s, IH). 



18-033 




0.71 (t, J= 7,5 Hz, '3H), 1.11 (sextet, J = 
7.5 Hz, 2H), 1.56 (quint, c/= 7.5 Hz, 2H), 
1.82 (s, 3H), 3.81 (dd, J" = 6.0 Hz, 3.6 Hz, 
2H), 3.93 (d, J= 6.0 Hz, 2H), 5.53-5.61 (m, 
IH), 7.19-7.57 (m, lOH). 8.44 (s, IH), iO.83 
(d, 8.4 Hz, IH) 



13-034 




0.99 (t, e7= 7.2 Hz, 3H), 1.45 (sextet, J = 
7.2 Hz, 2H), 1.58 (d, c7"= 7.2 Hz, 3H), 1.64- 
1.77 (m, 4H), 1.83-1.92 (m, 2H), 2.60 (t, </= 
6.0 Hz, 2H), 2.74 (t, 6.0 Hz, 2H), 4.00- 
4.10 (m, 2H), 5.30 (quint, ^= 7.2 Hz, IH), 
7.19-7.42 (m, 5H), 8.23 (s, IH), 10.34 (d, J 
= 7.5 Hz, IH). 



13-035 



0.98 (t, = 7.5 Hz, 3H), 1.44 (sextet, J = 
7.5 Hz, 2H), 1.60-1.70 (m, 2H), 1,69-1.80 
(m, 2H), 1.83-1.93 (m, 2H), 2.62 (t, J= 6.0 
Hz, 2H), 2.75 (t, </=6.0 Hz, 2H), 3.89-3.98 
(m, 2H), 4.00-4.08 (m, 2H), 5.25-5.32 (m, 
IH),. 7.27-7.43 (m, 5H), 8.27 (s, IH), 10.75 
(d, 5.4 Hz, IH). 



13-036 



0.99 (t, J= 7.2 Hz, 3H), 1.45 (sextet, J = 
7,2 Hz, 2H), 1.62-1.78 (m, 4H), 1.83-1.93 
(m, 2H), 2.61 (t, J^=: 6.0 Hz, 2H), 2.75 (t, c7^= 
6.0 Hz, 2H), 3.91 (d, J= 6.0 Hz, 2H), 4.06 
(t, J = 7.2 Hz, 2H), 5.50-5.58 (m, iH), 
7.27-7.45 (m, 5H), 8.23 (s, IH), 10.75 (t, J= 
7.5 Hz, IH). 
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^14 9- 



No. 


mm 


IH-NMR (CDCla) 


13-037 


II 


0.99 (t, J= 7.2 Hz, 3H), 1.18-1.51 (m, 8H), 
1,61-1.77 (m, 6H), 1,83-1.92 (m, 2H), 1.96- 
2.02 (m, 2H), 2.61 (t, c7= 6.0 Hz. 2H), 2.73 
(t, c/= 6.0 Hz, 2H), 3.90-4.01 (m, IH), 4.03 
(t, e/= 7,2 Hz, 2H), 8.24 (s, IH), 9.86 (d, e/ = 
7.5 Hz, IH). 


13-038 


O 


0.99 (t, J= 7.6 Hz, 3H), 1,13-1.30 (m, 2H), 
1.45 (sextet, J= 7.5 Hz, 2H), 1.59-1.92 (m, 
15H), 2.61 (t, J= 6.0 Hz, 2H), 2.74 (t, J = 
6.0 Hz, 2H), 3.28 (t, J= 6.0 Hz, 2H), 4.04 
(t, J= 7.5 Hz, 2H), 8,25 (s, IH), 9.96 (br s, 
IH). 


13-039 




0.98 (t, J= 7.5 Hz, 3H), 1.44 (sextet, J = 
7.5 Hz, 2H), 1.52-1.78 (m, lOH), 1.82-1.91 
(m, 2H), 1.99-2.11 (m, 2H), 2.61 (t, J= 6.0 
Hz, 2H), 2.73 (t, </= 6.0 Hz, 2H), 4.02 (t, J 
= 7.5 Hz, 2H), 4.36 (sextet, J'= 6.6 Hz, IH), 
8.24 (s, IH), 9.91 (d, J= 6.9 Hz, IH). 


13-040 


. w O 

^■••''^^ .^""^^ t-*"^^ ^^t""""^ 


0.99 (t, </= 7.2 Hz, 3H), 1.05-1.29 (m, 6H), 
1.18 (d, J= 6,6 Hz, 3H), 1.45 (sextet, J = 
7.2 Hz, 2H), 1,59-1.92 (m, IIH), 2.61 (t, J= 
6.0 Hz, 2H), 2.73 (t, 6.0 Hz, 2H), 3.93- 
4.13 (m, 1H+2H), 8.24 (s, IH), 9.85 (d, J 
8.7 Hz. IH). 


13-041 


O 


0.99 (t, 7.2 Hz, 3H), 1.45 (sextet, = 
7.2 Hz, 2H), 1.60-1.78 (m, 4H), 1.83-1.91 • 
(m, 2H), 2.61 (t, J'=6.0 Hz, 2H), 2.75 (t, J = 
6.0 Hz, 2H), 3.70 (d, e/= 6.0 Hz, 2H), 4.06 
(t, J = 7.2 Hz, 2H), 5.38-5,46 (m, IH), 
7.26-7,45 (m, 5H), 8,23 (s, IH), 10.73 (t, J= 
8.7 Hz, IH), 


13-042 




0.99 (t, c/= 7.5 Hz, 3H), 1.45 (sextet, 
7 5 Hz ZfT) 1 58 Cd 7 2 Hz 3H^ 1 68 
(quint, J= 7.5 Hz, 2H), 2.82 (t, 6.0 Hz, 
2H), 4.00 (t, 6.0 Hz, 2H), 4,05 (t, 7.5 
Hz, 2H), 4.58 (s, 2H), 5.29 (quint, </ = 7.2 
Hz, IH), 7.23-7.42 (m, 5H), 8.17 (s, IH), 
10.25 (d, ^^=7.5 Hz, IH). 


13-043 




n QQ /'+ 7—7 9 TT'T' i i (m av{\ 
\j ,<3%3 \tif cf — / jnz, oii.jy x.wo-x.ow ^m, ^txx^, 

1.18 (d, J= 6.6 Hz, 3H), 1.45 (sextet, J = 

7.2 Hz, 2H), 1.60-1.84 (m, 9H), 2.82 (t, </ = 

6.0 Hz, 2H), 3.92-4.13 (m, 5H), 4.59 (s, 

2H), 8.18 (s, IH), 9.77 (d, 8.1 Hz, IH). 


13-044 




1,01 (t, e/= 7.5 Hz, 3H), 1.47 (sextet, J = 
/ ,o riz, ^rX), x.iX ^quini/, cf — / .o Jtiz, ^rij, 
1.79 (s, 6H), 2.82 (t, <7 = 6.0 Hz, 2H), 4.00 
(t, J= 6.0 Hz, 2H), 4,05 (t, 7.5 Hz, 2H), 
4.54 (s, 2H), 7.26-7.34 (m, 3H), 7.42-7.46 
(m, 2H), 8.11 (s, IH), 10.34 (br s, IH), 


13-045 




0.99 (t, 7.5 Hz, 3H), 1.19-1,52 (m, 8H), 
1.62-1.79 (m, 8H), 1,80-1.88 (m, 2H), 1,91- 
2.02 (m, 2H), 2.71 (t, J= 6.0 Hz, 2H), 2.93 
(t, e/= 6.0 Hz, 2H), 3.93-4. 02. (m, IH), 4.16 
(br t, 7.5 Hz, 2il*), 8.29 (s, IH), 9.86 (d, 
6.9 Hz. IH). 
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15 0 



1=1 1 

No. 



^H-NMR (CDCI3) 



13-046 




1.00 (t, 1.2 Hz, 3H), 1.47 (sextet, J 
= 7.2 Hz, 2H), 1.63-1.74 (m, 6H), 
1.83-1.90 (ni, 2H), 2.72 (t, J= 6.0 Hz, 
2H), 2.96 (t, J= 6.0 Hz, 2H), 4,23 (br 
t, J= 7.2 Hz, 2H),4.96 (d, J= 4.5 Hz, 
2H), 7.50 (t, =7= 7,5 Hz, 2H), 7.61 (t, J 
= 7.5 Hz, IH), 8.04 (d, 7.5 Hz, 2H), 
8.29 (s,lH), 10.79 (br s, IH). 



13-047 




0.99 (t, 7.2 Hz, 3H), 1.22-1.49 (m, 
6H), 1.60-1.78 (m, 6H), 1.94-2.01 (m, 
2H), 2.82 (t, J= 6.0 Hz, 2H), 3.91-4.05 
(m, 5H), 4.60 (s, 2H), 8,18 (s, IH), 
9.79 (d, J= 6.3 Hz, IH). 



13-048 




0.98 (t, J= 7.2 Hz, 3H), 1.10-1.29 (m, 
6H), 1.40-1.56 (m, 8H), 1.65-1.82 (m, 
8H), 1.93 (br t, J= 12.0 Hz, IH), 2.66 
(t, J= 6.0 Hz, 2H), 2.93 (t, J= 6.0 Hz, 
2H), 3.78-3.87 (m, 2H), 4.00-4.12 (m, 
IH), 4.16 (br t, e/= 7.2 Hz, 2H), 7.29 
(br s, IH), 8.00 (s, IH). 



13-049 




0.99 (t, 7.2 Hz, 3H), 1.46 (sextet, J 
= 7.2 Hz, 2H), 1.61-1.73 (m, 6H), 1.87 
(sextet, J= 6.0 Hz, 2H), 2.74 (t, J = 
6.0 Hz, 2H), 2.96 (t, J 6.0 Hz, 2H), 
4.19 (br t, J= 7.2 Hz, 2H), 4.68 (d, J = 
6.0 Hz, 2H), 7.15 (dd, J= 8.4 Hz, 2.4 
Hz, IH), 7.23-7.29 (m, IH), 7.39 (d, J 
= 2.4 Hz, IH), 8.31 (s,lH), 10.43 (br s, 
IH). 



13-050 




0,99 (t, J= 7.2 Hz, 3H), 1.45 (sextet, J 
= 7,2 Hz, 2H), 1.63-1.79 (m, 4H), 1.89 
(quint, 6.0 Hz, 2H), 2.63 (t, J= 6.0 
Hz, 2H), 2.76 (t, J"= 6.0 Hz, 2H), 4.05 
(t, J-= 8.1 Hz, 2H), 4.68 (d, J"= 6.0 Hz, 
2H), 7.15 (dd, J=- 8,7 Hz, 2.4 Hz, IH), 
7.25-7.29 (m, IH), 7,38 (d, J =^ 2.4 Hz, 
IH), 8.27 (s,lH), 10.44 (br s, IH). 
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5 t:b:>f7>:Mfy-r F CBl Xii CB2 ^mitt:^^mM^ CHO iffl 

m(Dmm^^ m\^^tzo mrnvtzmm^ trnm^h^m. jslv^ ss.ooo dpm © 

PH]CP55940 (i^*JS 0.6 nM : NEN Life Science Products tfc^) * T y -fe -Y ^ 
mm (0.5% ^Jfil?f >§^tf 50mMTris-HCUI»?t (pH 7.4) ^ 1 mM 

EDTA^ 3mMMgCl2) 25°C. 2 ® -f > ^ ^ a > * o :fe o 

10 >df^a.^— 3 >©^s 1% u ^5=- 1^ v-r 5. >^ats bfetJ^v ;^ 7 — }::-c 

^Mpiiis 0.1% BSA ^#t? 50 mM Tris-HClliffirt (pH 7.4) {3T|ftr^^. tt-f^S^ 

fl^?^-a-{± lOjuM © WIN55212-2 (US 5081122 13^6© :Mf ^ \' ^^i^T 
rf-;^h. Sigma ttM) #ftTT-«iJ^L. It^etllg-^l-^-r ^S^-fb-^tl© 50% 
15 (ICbo fS) ^^l^fco m^-iti-^^CD Ki fiJi. I Geo fit 2; 

[«H]CP55940 © Kd fit e> ^ m b o 
^15 1 

it¥<^ Ki (nM) ~ 



1-5 


>5000 


61 


-23 


>5000 


29 


-50 


>5000 


39 


-51 


n.t. 


23 


-52 


n.t. 


35 


-56 


n.t. 


54 


1-6 


>5000 


9 


-57 


4134 


6 


-69 


n.t. 


33 


-60 


2097 


18 


-62 


n.t. 


44 


-63 


n.t. 


43 


-74 


n.t. 


48 
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1-77 


n.t. 


53 


1-84 


>5000 


35 


1-85 


n.t. 


25 


n.t.: not tested 






IS 1 5 2 






Ji^ iMn 




i\i v,nivu 




CB1 g^l^ 




11-13 


n.t. 


6 


11-14 


>5000 


2 


11-17 


n.t. 


8 


11-39 


906 


2 


11-40 


n.t. 


0.5 


11-41 


n.t. 


1 


11-42 


>5000 


0.3 


11-44 


321 


1 .1 


11-45 


386 


1 .2 


11-46 


3226 


2 


11-49 


1116 


2.9 


11-74 


704 


1 .2 


11-78 


101 5 


8 


11-80 


>5000 


2.2 


11-88 


n.t. 


8 


11-89 


n.t. 


8 


11-92 


1312 


6 


11-93 


1537 


3 



n.t.: not tested 



5 
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>fb^tf Ki (nM) 



CB1 CB2S^#: 



2-004 


nt 


101 


3-010 


nt 


57 


3-038 


1252 


12 


4-001 


2851 


28 


4-002 


746 


17 


4-003 


680 


44 


4-052 


1497 


24 


4-053 


254 


6 


4-054 


482 


6 


4-056 


551 


8 


4-061 


124 


2.5 



^h^m Ki (nM) 



CB1S^#: CB2S^#: 



4-062 


>5000 


4 


4-101 


890 


1.5 


4-102 


908 


1.6 


4-104 


54 


6 


4-105 


91 


2.1 


4-301 


1769 


8 


4-302 


>5000 


10 


4-310 


512 


9 


5-005 


391 


16 


5-006 


390 


14 



5 t b CBl Xfi CB2 CHO iOISl-> ^mh-^m^MiKW 15 

20 ^K-f >^^^—i^ 3 > bfeo INHCI t:miJQ KfiB^ ±^ tc^. 
±^4^® cAMP Cyclic AMP kit (tz — T-^ T ^ J :K'r ^ :Jft^) 

:fefflv^'rS!l^ bfeo u •ymwx^^^ cAMP^fig^ 7 U >^flJ 

ibfeo m.\^7x^t}L^X>. fel^-Tb-^fea. CBi Xii CB2 g^#:tMb-CT3"-;:^ 



15 
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a 1 5 4 






w tJ ^ 'H* rr^ 1 ^-'SO 

(nM) 


1-5 


6.5 


1-23 


2.6 


1-51 


2.8 


1-6 


2.7 






* 1 5 5 




it^m 


CB2g#{* ICso 
(nM) 


1-46 


5.4 


1-39 


13.7 


1-49 


2.2 


1-74 


1.6 


1-92 


<0.2 


1-93 


0.6 


^15 6 






ICso (nM) 


3-038 


28.6 


4-001 


64.2 


4-053 


7.9 


4-054 


4.2 


4-056 


4.3 


4-061 


2.3 


4-062 


1.3 


4-101 


1.4 


4-102 


1.7 


4-104 


9.8 
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mi 5 7 


iU* rtAn 


CB1 ^^14^ IC50 vnlvi; 




Z.7 


•1-1 A r\ -1 

ll-UOl 


1 .2 


11-002 


0.4 


13-006 


1 .6 


11-011 


0.6 


11-012 


7.8 


11-013 


7.5 


13-023 


0.3 


10-041 


3.5 


10-045 


1.2 


13-030 


0.7 


10-050 


2.0 


10-058 


2.4 


10-059 


6.1 


13-044 


1.8 


10-089 


9.4 


10-103 


6.3 



5 vij7X*>:Mfy FS^#:f±. CBl CB2 ^^#;5j)5:gmJ-#:ffi -r ^Ifii^ 

i«i^^^4 ICR ^ ft « Compound 48/80 ^^^a^^ CM "T^W^l^m 

10 Inagaki CD (Eur J Pharmacol 1999;367:361-371)^ — §15351^ b T § ff o 

feoi!Pt.>MS ICR^^'i7^®i^<!s&^!i^ compound 48/80 (3 |Ag/50 [xl/site) 

15 vvft^^g. o.5%pi9^;i/-fe;i/n — ;:^e^?t^3T— ftc^p^# bfem. ^e>:S^ 

bfelS^ bfe*i^jfll4'«^AS^:| ^^^^^ compound 48/80 ®^ai3cfc t) #5^^^ 
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:^m^m^MWt^itmT ^ Ci:lCj;t)=fT-ofeo ^^Mtfe^t* Dunnett's test "Cfi^ 

3 ^i^O^^'fti-^tJfis compound 48/80 C J^oT^^^tL^ 

5 5* ^^^W^'J bfeo 



^15 8 





$g'&i5eil:KiM(nM) 


CAMPfflflJ : 
IC50(nM) 




lli(CBI) 


11$ li^ 

(CB2) 


CB1 


CB2 


100 mg/kg(p.o.) 


1-270 


80 


1.2 


68.7 


7.9 


98** 


11-86 


12 


1.1 


16.8 


1 


98** 


4-101 


35 


0.6 


60.3 


1.4 


81** 


10-035 


12 


0.1 


29,0 


0.2 


93** 


W1N55212- 
2 


7 


6 


12.2 


1.1 


70* 


THC 


40 


9.2 


11.4 


6.6 


98**# 



*p<0.05, **p<0.01. # 10mg/kg(i.p.) 

10 ±B&(D^mm'^m^ ^ tltc compound 48/80 p^^^!^ C M 1" § ^tfe'fb-^'-fel © W 
®l#M^-oV^-Cs<&^^©*>:^l^y K im^mi^Ty^::^-^ SR141716A 
t. 2 y^S' 3*-:^ h ® SR144528 ^fflv>^ t f3 J: D ^ ^(D^mi^m 

to V^-C fFiB=fe^f 5& -3 /feo fPflitis SR141716A Xtt SR144528 ® tl tl 

15 ^-^m^^h^mcD coravonnd 48/80 m^W^i^M-t^^m^^MVtco ^M^^ 
^ a Welch's t-te St T"^TV^^ ^Sc7k^P« dVoiiVTco M ll^mir 1-270 ® 

compound 48/80 ^^^^^^^ til >ft-r § WIilJ3a«tt^ tl>i-\f:y^ F lMg^#T> 
rf h ® SR141716A J3 J: oT^iri^ tlfeo CI CD il i: 5> . CBl^^i^^lf\- 
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K 2 m^^i^T>-^ ri'nx h 0 SR144528 tetoT^^SrC^tL^^J:^). -hlBIl^ 

^tib(D^^it. cBi RTfX^it CB2 s^i^rrf-x b ifimmm it/^^ 



m:Mm 

e> ® ^ ^ f n t; ^ I* 1- § o 
M^JM 1 

(m g/:^ r-te;i/) 
Stt^^ 2 5 0 

(^;^) 2 0 0 

xt^tu y^v^^^sxij? A i_o 

-a-St 4 6 0 m g 

^^y^j 2 

2 5 0 

-fe;yD-:;^ 4 0 0 

-m'fb'Jr^^ 1 0 
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-^tf- 6 6 5 m g 

mmm s 



m^^^ 0.25 

ai^y— ;i/ 25.75 

yu^'^>h22 (^UVpyjlyTtn:^^^) 74.00 

10 -^Bt 10 0.00 

M^II^J 4 

15 ?S'|4^^ 6 0 m s ^^ts^^aji*® <t a i-MB-r ^ : 

«'l4J5fe^ 6 0 m g 

5^ > :7°> 4 5 m g 

SgC|gg'Kl£-fe;i/n — X 3 5mg 

jj^ )J tf — ;i/l^D U > (7Jc4i 1 0 %^S^t) 4m g 

20 :h h i; A:i7;i/:1tip^'^ IT'V 4. 5mg 

^T^T U 5^^? A 0. 5mg 

Un^S 

-^tf- 1 5 0 m g 

tg'fi^^s ^'>'r>^ j;r>'-fe;vn— :;^(iN o . 45^\ys^^u. s. (d^^ 

^tU'^l'. ov^-^^ii'^tJ*N o . 14^^yJ/iU. S. ^^h^^^KMTo CI © J: 
a iC bTt#feSm* 5 0°CT-^Mb-CN o. 18p<yi/a-U. S. ^^V^l^lM'to 
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b;fe^s fi-tt«T-ff|S bT#«a 1 5 0 mgCD^^J^f^So 
^^J^J 5 

8 0 m g 

"rl^yy 5 9 m g 

«t|g^tt-fe;vn — X 5 9mg 

;:^7^7' >^v>^:^ >> A 2 m g 

10 -^tP 2 0 0 m g 

rSe^^N -fe;i/D— ^ ^Uyk'rT >^ x' A U^ 

No. 45;^ySya.U. S. ©^^vn^tM bTSMK"^ 5^ > :i; :7" -fe ;i/ l;i 2 0 0 m 
g-To^fe^t-^o 
M^U^J 6 

15 f5't4^^2 2 5 mg^^tf^^lltt^^® ckd tMiSt-^ : 

rS<4^^ 2 2 5 m g 

|gffiJiiJte^<5^'; ^r U H 2 0 0 0 m g 

■^ff 2 2 2 5 m g 

S'l^JSS^S N o . 6 0p<yi^^U. S. CD ^ V^ iCil fe b i6 'iJ ^ * /J^ 

20 |5gfciD^b-Ci6P^*fe|gSiJlgfl6^i5^U -fe U Fic!e®-ri>o'OV^T*ii®rM^tf^s 

H-ti'^i 2 go^cxnT^^sp-r^o 

0 mg§#t?5i^si{i^*j® eta t^jg-r^ : 

tSS^^ 5 0 m g 

25 :^^l;'>A:Jb;l/5it^^^'^f^;nr;^D — 50mg 

i/n^y^T* 1.25ml 

gm#mmrt 0 • 10ml 
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■fe^ q . V . 

mmTK^m^^^ 5 mi 

M^ll^J 8 

1 0 0 m g 

lawfliasi^^ u -fe u F 1 0 0 0 m 1 
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5 KSi^^Oo 

^'fb^*t?fe;g)M5f<©^ia^ 1 ^BB«®*n;@#^Jo 

15 5, \'^mi^T^'=^:^ h^^mttmir^ih-^^tiK A (i) : 



R2(d:T;i/^;i/> ^:-C ( = R3) -R* (S;*. R^tiOXiiST'feD. 
i,fr)V^j\y. Tjvzi^>>, T;ver::^;i/5^:r. Mm$nTV>-r%J; 
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mfi 0 ~ 2 0Mil-efe D ; 



15 R2(±gm^tiTv>T J:v^^^^S;S3^:{i^ :-C (=Z) W-R8 




.6 
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m\t 0 ~ 2 (DmWc-^^ D ; 

AiigJ^^n-C V^■r <t V^T U — ;i/ 32. MJIt ^ tl T T XV^'^miMW-MM^M 

9 . R2)bs^ : - C ( = Z) W-R« (^^'s Z{iOX«S ; W{iOX«S ; 
10. * y F^^#:Trr::^;^ h#M^;S-r^'fb^t;;J)S> (III) : 




(m) 



i^^tl-CV^T ^ y . bKD^i/^ T;V^;i/'5=-::r> T;V'5rr^ 

jvt^iy. T j]y^ — )V:t . T )\y ^ )V :^ )vy -i =.)v ^ T;v=3ii;i/x;v5}^ — — 

20 M-^x{Am^^^^^-tv^T^) J;v^T;l/^^>■^fe D ; Y2{i#^-^, -0-. -o 

-C (=0) -s -0-C (=0) -0-s -0-C (=0) -NR*--. -O 
-SOg-s -NRi'-. -NR^-C (=0) -s -NR^-S02-^ -NR*> 
-C ( = NH) -NR^-C ( = 0) -0-. -NR^-C (=0) -NR^ 
-s -NRf-C (=0) -NR^-SOg-^ -NR^-C (=S) -NR^ 
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-C (=S) -NR^-. -NR^- S O 2 -NR^-s -NR^-C ( = NH) - 
NR^-. - S- . - SO2-O-S - SO2-NRI'-. - S02-NR^-C ( = 
O) -NR^-. -C (=0) -C (=0) -NR^-s -C (=0) - 

NR^-C (=0) -C ( = 0) -NR^-C (=S) -C (=S) -N 
5 R^-. -C (=S) -NR^-C (=0) -C ( = NH) -NR^-. -C 

(=0) -s -C (=0) -NR^-C ( = NR'') -Xtt-C (=0) - N R 
-NR^--CfeD ; R ^{iffi^^nT V^T cfcV^T;^=^;l/s SJ^^nri^T % J; V^ 

■ifs^^t/^ T )\/ifs=.i\/^ gi^^tlT l^T J; ;^^ -iv^-t 

S^T:^h^ gi^^tlT V^T J: V>T ^ y ^ tHn:3piy^ T;i/=i^i>^ 

. T ;p ^ = ;v :^ 5y ^ 7- ;i/ =^ - :^ s 7" ;v =¥■ ;v ;^ ;v :7 ^ - ;i/ ^ r ;i/ ^ 

20 -so-. - SOz-s -NH-s - C ( = 0) - CHg-s - C (=0) - 
NH-Xa-NH-C (=0) --t!2g)f? ; R ° fit V^T J: VNj^^^^ 
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;i/ ^ ;v ;v :7 r ;i/ ^ ;i/ ;^ ;i/ * — ;v ^ ^ h nxttsS; : -Y^ - R^ (^f^s 

-O-^ -S-. -S0-> -SO2-. -NH-. -C ( = 0) -CH2 
-C (=0) -NH-E-3Z.f±-NH-C (=0) -"efeD ; E(i#M^X 

'fe J: u >s Tjv^~]y>. T)\/^=-vy. -0-. -s-x -so-. 

10 -S02-^ -NH-. - C (=0) -X -C (=0) -NH-E-3Z.{±-NH 
20 11. R9*5S; : - Y1-Y2- Y3-Ra (^iti, ya^^I^'Ri'ttif 

AS7jc^XfiMil$ tbTi>r J: v^T;l/^;l/T•a& D ; R ^ l/6sg^^^^^-Cl^T ife J: v> 
/ND-rvxfiS; : - y^ -R<i (^4>x y 5tt#^-^x«T;v^r- > 
25 -C'2fe D ; R'i(AW5}<©#gffl^ 1 0 II ) XT^-^ti^mx^ D ; R ^ 2 
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5 12. R^ifiA : - Yi-Y2-Y3-R^ (^i^i. YiS^g-^-^fe D ; Y 2 

-c ( = 0) -NH-T"feD ; Y Mi#S-&X{±Km^tx-r v^T t) J;l^T;l/^;^ 
R ^ ° ilfi7Km'Q^ D ; 

15 13. if >:Mf y — ;^ h#M^^1-§'^b-^t^^ ^©rn F ^ y 
20 WtJ©^Mo 



274 



wo 03/070277 



PCT/JP03/01725 



■ t"—j7;U + 1-270 
^ SR141716A+ 1-270 

SR141716A+ tf— 




1/1 



INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP03/01725 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. 01*^ A61K45/00, 31/426, 31/435, 31/436, 31/4375, 31/4412, 
31/4427, 31/4439, 31/4523, 31/4704, 31/4709, 31/4745, 
31/506, 31/5377, 31/54, 31/541, 31/5415, 31/547, A61P17/04 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int. CI' A61K45/00, 31/33-31/655, A61P17/04 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1922-1996 Toroku Jitsuyo Shinan Koho 1994-2003 

Kokai Jitsuyo Shinan Koho 1971-2003 Jitsuyo Shinan Toroku Koho 1996-2003 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), MEDLINE (STN) , REGISTRY (STN) , EMBASE (STN) , BIOSIS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


E,X 


US 2002/0182159 Al (UNILEVER HOME & PERSONAL 
CARE USA, DIVISION OF CONOPCO, INC.), 

05 December, 2002 (05.12.02), 

Full text; particularly, examples 1 to 3 

6 WO 02/65997 Al 


1-12,14 


E,A 


WO 02/053543 Al (Shionogi & Co., Ltd.), 
11 July, 2002 (11.07.02), 
Full text 
(Family: none) 


1-4,10-12,14 


A 


WO 01/19807 Al (Shionogi & Co., Ltd.), 

2'2 March, 2001 (22.03.01), 

Full text 

& EP 1219612 Al 


1-9,14 



Qx] Further documents are listed in the continuation of Box C. See patent family annex. 



Special categories of cited documents: "T" 
document defining the general state of the art which is not 
considered to be of particular relevance 

earlier document but published on or after the international filing "X' 
date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other "Y** 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
06 May, 2003 (06.05.03) 


Date of mailing of the international search report 
20 May, 2003 (20.05.03) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/01725 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



DARMANI;. N.A, et al . Cannabinoids of diverse 
structure inhibit two DOI-induced 5-HT2A receptor- 
mediated behaviors in mice^ Pharmacology, 
Biochemistry and Behavior, 2001,. Vol .68, No. 2,. 
pages 311 to 317 

BUEB, Jean-Luc et al.. Receptor-independent 
effects of natural cannabinoids in rat peritoneal 
mast cells in vitro, Biochemica et Biophysica 
Acta, 2001, Vol.1538, Nos.2 to 3, pages 252 to 259 



Relevant to claim No. 



1-12,14 



1-12,14 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/01725 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. ClaimsNos.: 13 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claim 13 pertains to methods for treatment of the human body by therapy and 
thus relates to a subject matter which this International Searching Authority 
is not required^ under the provisions of Article 17(2) (a) (i) of the PCT and 
Rule 39.1 (iv) of the Regulations under the PCT, to search. 
. ClaimsNos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. I I Claims Nos^r 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions m this international application, as follows: 



1 . 1^ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 



claims. 



2. 1^ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. |— I As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. [--| No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest |^ The additional search fees were accompanied by the applicant's protest 
[ I No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



H^tBMft-^ PCT/J P 0 3/0 1 7 2 5 



Int.Cl' A61K45/00, 31/426, 31/435, 31/436, 31/4375, 31/4412, 31/4427, 31/4439, 31/4523, 31/4704, 
31/4709, 31/4745, 31/506, 31/5377, 31/54, 31/541, 31/5415, 31/547, A61P17/04 



m^^n^tcMMmm mmmvi'^m dpo ) 

Int.Cr A61K45/00, 31/33-31/655. A61P17/04 



B^^H*fflff*^fR 1922-1996^ 

^if.m<m,m.m^^<kn. 1971-2003^ 

B*:|a»^^if^4ir|ft 1994-2003^ 

^imnm^nmw^m. 1996-2003*^ 



CAPLUS(STN) MEDLINE (STN) 

REGISTRY (STN) EMBASE(STN) 
BIOSIS(STN) 



;^<DiSli?, PSt^-K,! b^c^fg) 



C. 











EX 


us 2002/0182159 Al (UNILEVER HOME & PERSONAL CARE USA, 
DIVISION OF CONOPCO, INC. ) 2002. 12. 05, ^ZSt, #iJ:EXAMPLEl-3 
& WO 02/65997 Al 


1-12, 14 


EA 


WO 02/053543 Al (:^^| 

(:7 7- 5 y-/^u) 


iM^t5^^^|t)2002. 07. 11, 


1-4, 10-12, 14 


A 


WO 01/19807 AK:^^^ 
& EP 1219612 Al 


j^^^^#%l:)2001.03-22, 


1-9, 14 



3t» (aii^#t-) 



TTJ Hl^ffiMH3lttffi3feB=g(c<2jSS^X/t:5:m-e&oT 

r&j iii-/-^7^>h:7r ? y— icSfc 



0 6. 0 5. 0 3 



!0„05.03 



^ifmrn^ff (I sA/j p) 

100-8915 
m^Si5=Pf^i ffl Wm.-h^ MHT g 4 » 3 



i|#fFJT#a'i' (^SPSOfeSH*) /£^4C 2 9 38 

(^^5 ^ 

03-3581-1101 3 4 5 1 



il^PCT/I SA/'2 1 0 (^2^— i^) (1 9 9 8^7^) 



H^fcliJS#-9- PCT/ J P 0 3,/0.1 7 2 5 



c m^) . 



DARMANI, N. A. et al, Cannabinoids of diverse structure 
inhibit two DOI-induced 5-HT2A receptor-mediated behaviors 
in mice, Pharmacology, Biochemistry and Behavior, 2001, 
Vol.68, No. 2, PP311-317 

BUEB, Jean-Luc et al. Receptor-independent effects of 
natural cannabinoids in rat peritoneal mast cells in vitro, 
Biochemica et Biophysica Acta, 2001, Vol. 1538, No. 2-3, 
pp252-259 



1-12, 14 



1-12, 14 



«PCT/I 



S A/2 10 {'m2-<-ya:>m^) (1 9 9 8*^7^) 



'f^- PCT/ j P 0 3/0 1 7 2 5 



^ma^msm (PCTI 7^(2)(a)) (Dmm^i:'0. ^OH^^PS|a^^m(7?SS^Cj;l^)ff^cDteH©~gi5i-oV^T-^^ 




(a) (i) RXIPClMMm. 1 (iv) (DmM\^ J: 19 . r (^ia^iiSaM;$5H^li^^^fT 5 - ^ 
S L- 5fe V ^j^^^iC'^ 6 ^> <D & 5 c 



3. □ m^mm ti. tJ§Jlft^®^ia-c*>o-rPCT^IiJ6.4(a)o02:S:2SltJ«^35;'Z)^fe{; 



1. □ mKAd5i^^^'fediA0lfflS^W^-t-^xMft^rtfc^#UfcoT% r(DHi§fl*#^t4^ i--<T(^P*HrtgJteW^ 



4. □ WRA;65iK>S>fc5fi*nP*^^^.4-%»Ml^fclfi#bJ&d^o:fccc>T% ^c9ia^ii5iE#'&f4^ »^<^«Sfflcc>ftmic|Bi4 



<^PCT/I SA/'2 1 0 imi^—''^(^MM{l)) (1 9 9 8¥7J) 



